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3POEKTUBHOCTH IMPOPUIAKTUYECKOU
XUMHUOTEPAITUU IIPEITIAPATAMM DTIC

N APAHO3A Y BOJBHBIX C PETMOHAPHBIMH
METACTA3AMM MEJIAHOMBI KOXH

HHUH rmuwnumeckoidl onkono2uu

TMonyueHHbBIE K HACTOSMIEMY BPEMEHH pe3yIbTaThl HC-
CIleIOBaHUI W HAKOIUICHHBIH OIBIT, YCHeXU B Ipodeccu-
OHANBHOM OOpa30BaHMM U peKilaMHasl KaMIlaHUS B Cpel-
CTBaX MaccoBol uH(pOpMAIUU IIPUBEIH K BBIABJICHHIO
3aboseBanus Ha OoJjlee paHHHMX 3TallaXx pPas3BUTHS, KOria
3 HEKTUBHOCTh XUPYPrUUECKOro JICUeHUsT focturaer 90—
95% [7]. B To ke BpeMsl HENb3S He OTMETHTH TOT (haxT,
YTO OCTAETCA 3HAUNTENILHBIM YHCIO OOJBHBIX MEIAHOMOM
xoxu (MK), obpamaronuxcsl 3a MEAUIIMHCKOH NOMOIIBIO
Ha TO3IHUX CTaINIX GONE3HH, YaCTO C SIBHBIMU M CKPBITHIMH
MeTacrazaMd. B 3Tux ciyuyasx Ha TIEPBBIA I1aH BBICTYIIAET
JIEKapCTBEHHOE JICUCHUE, XOTA B TEUCHHE IUIMTEILHOTO Bpe-
menn MK npogormkaer ocraBaThest OHOM W3 Hambolee yc-
TOHYUBBIX K JICKAPCTBEHHOMY BO3ACHCTBHIO OIyXOJEH.

Venexu B edeHNH 3a60JeBaHus, JOCTUTHYTHIE 3a I10C-
aeguue 20 IeT, CBSI3aHBI B TEPBYIO OYepeh C BHEAPEHUEM
B KIMHMYECCKYIO IpPakTHKy Ipermaparta 5-(3,3-mumerii-1-
TpuaseHo)-umuaason-4-kapbokcamun (DTIC, pakapbasus,
fbuokapbazuH, AeTUleH), 3PPEKTUBHOCTE KOTOPOTO IMpH
MK 1o HacTosiero BpeMeHM sBIsfeTcs craHgapToM [3].
Yacrota 06BbeKTHBHBIX 3()(eKTOB IIpH €r0 MCHOIB30BAHUH
cocrapisier 20%, a NIOMHBIX perpeccuit — 5%. B To xe
BpPEMsI MHOTOYHCJICHHBIC PE3yIBTATE PAHTOMU3HPOBAHHBIX
KJIMHUYECKUX HWCIBITAHUN, MPOBOJUMBIX B TOM HHCIE H
MellaHoMHoM rpynmoit BO3, He nokasann craTUCTHYECKU
JOCTOBEPHLIX PA3IMUNil MKy OONBHBIMU, ITOJIy4aBITUMU
DTIC, u xourponem [4, 5, 8, 9]. OTo mpuBeno kx Heob-
XOAUMOCTH TIOMCKA HOBBIX JEKapCTBEHHBIX IIpeNapartos,
B YACTHOCTH IIPOM3BOJIHBIX HHUTPO30OMOUECBUHBI, KOTOPLIE
3aHUMAIOT IIPOYHOE MECTO B TEpanMHU psAfa 3JIOKauecT-
BEHHBIX HOBOOOpa30BaHMIA

Tax, B konue 70-Xx rofgoB B 1a00paTOpUU XUMHIECKOTO
cuntesa BOHIT AMH CCCP nox pykoBOJICTBOM Tpod.
M. H. IpeoGpaxkeHCKOH BIEpBble OBUIO CHHTE3HPOBAHO
OPUTHHAJILHOE IIPOU3BOHOE HUTPO3OMOUYEBHHE] —— apaHo-
3a [2]. [TpoBeicHHBIE KIMHUYECKME MCTIBITAHUS Y GOJIBHBIX
¢ mucceMuHnpoBanHol MK rokazanu 2 ek THBHOCTE IIpe-
1Maparta, CPaBHUMYIO CO CTaHJApTHBIM BHIOM JICUCHMS
DTIC, kotopas coctaBmwia 18,2 u 11,2% cooTBeTcTBEHHO
[1, 6. 1 B ToM U B HAPYroM ciydae YyHaloCh JHOCTHAYDL
TONBKO YACTUUHBIX PEMUCCHH, JUIMTENBHOCTL KOTOPHIX Ba-
peupoBana ot 2,5 go 8 mec. OTHOCHTENBHO HEBBICOKYIO
3 EKTHBHOCTE aBTOPBI OOBACHIN TEM, YTO OONBLUIMHCTBO
GONBHEIX MMENTH 3aIlyIleHHBIE (POPMBI 3a00JI€BaHUAS H IS
HHUX BaXXHBIM SBJISUIOCH TONYYCHHME JaXe MHHHMAaJILHOTO
addekra. B kauecTBe IOJOKUTENIBHOTO MOMEHTA OTMEYAIIH
YMEPEHHYIO BEIPaXEHHOCTD HOGOUHEIX 3P deKToB, KOTOpBIE
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The study findings and clinical experience, progress
in occupational education and advertising in mass media
has resulted in earlier diagnosis of cutaneous melanoma
(CM) when efficient surgery reaches 90-95% [7]. How-
ever, there are still a rather large number of CM patients
searching for medical aid at late disease stages, many
of them have noticeable or latent metastases. Medication
plays the leading part in these cases, though CM remains
most resistant to drug therapy.

The success in treatment of the disease achieved
over the last 20 years are first of all due to clinical
application of 5-(3,3-dimethyl-1-triazino)-imidazole-4-
carboxamide (DTIC, dacarbazine, biocarbazine, deticen),
which remains a gold standard in CM [3]. The rate
of objective response to the drug is 20% with 5% of
complete response. However, numerous randomized clini-
cal studies performed by various institutions including
the WHO Melanoma Study Group failed to demonstrate
statistically significant difference between patients re-
ceiving DTIC and control [4, 5, 8, 9]. This necessitated
the search for new drugs including nitrsourea derivatives
which make a great contribution to cancer therapy.

In the late seventies the Laboratory of Chemical
Synthesis, CRC of USSR AMS, headed by professor
M. N. Preobrazhenskay originated a new nitrosourea
derivative aranose [2]. Clinical study in patients with
disseminated CM demonstrated efficiency of the drug
compatible with that of standard DTIC regimen (18.2
vs 11.2%, respectively) [1,6]. Only partial response was
achieved with both the drugs, duration of remission
varying from 2.5 to 8 months. The rclatively low ef-
ficiency was claimed to be due to the fact that most
cases had advanced disease and even minimal effect
in this category of patients was a success. The drug
showed satisfactory safety profile with moderate side
effects requiring no therapy or cessation of treatment.

The new Russian nitrosourea derivative, aranose,
was thus demonstrated to have certain antitumor effect
against CM metastases while exerting moderate toxicity
which make the drug promising for treatment of the
disease.

Taking into account the lack of published data on
efficiency of preventive chemotherapy for CM we thought
it interesting to study aranose therapy in prophylaxis
of cases with locoregional disease and high risk of further
metastasizing.

Further study is needed to gain greater experience
in the use of various dosages and schedules of aranose
mono- and polychemotherapy both in the treatment and
prophylaxis and to compare their efficacy in cases with
different disease stage and clinical patterns.
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HE TpeOOBANN CepPhE3HON KOPPEKIMH U HE MPEISITCTBOBAIN
MPOJIOJDKEHUIO JICUEHMUS.

IIpencraBneHHBIE JaHHBIE YKA3BIBAIOT, YTO HOBBIA OTe-
YeCTBEHHEBIN IIpenapaT — IMPOU3BOJHOC HUTPO30MOUCBUHBI
apaHo3a, HECOMHEHHO, 00J1afiaeT onpe/ieleHHON NIpOTUBO-
OMYXONIEBOM aKTHBHOCTBIO B OTHOIIEHHH MeTacTazoB MK
HapSIy C YMEPEHHO BBIPAXECHHOW TOKCUMHOCTBHIO, YTO JIE-
JIa€T TIEPCIEKTUBHBIM CTO WCHONB30BAHUC B JICUCHUH 3a-
OoneBaHusl.

IMockonbKy 40 HACTOSINETO BPEMEHH HE CYIIECTBYET J0-
CTATOYHBIX JAHHBIX 006 3QQeKTHBHOCTH JIeKapCTBCHHOH
npodunaktudeckoil tepanuu MK, uHTepecHEIM Ipen-
CTaBASETCS HCCICAOBAHHE BO3MOXXHOCTH IIPUMCHEHMUSI
apaHO3El B Ka4eCcTBE MpenapaTa sl IpoUIakTHIECKOTO
JedeHus OOJBHBIX € JIOKAIBHO-PETHOHAPHON cTanueil 3a-
00JIeBaHUSA U BBICOKMM PHCKOM IIOCIEAYIONIEro METacTa-
3UpOBaHUAL.

Takum 06pazoM, OUCBHAHO, UTO HEOOXOMUMBL TAJIBHEH-
IIIHe HCCIICIOBaHUs, HAIIPABICHHBIC HA HAKOIUICHUE OIIBITA
HCIIOJIB30BAHUSL Pa3iIMIHBIX JO30BBIX DEXUMOB U MOJIU-
(puxanmi kax ¢ jgedeGHOMN, Tak M ¢ MPOPHIAKTHYECKOMH
LIENIBIO MOHO- U IIOJIMXUMHOTEPAIIHH apaHO30H U CpaBHEHHE
ux 3pdexTHBHOCTH y GOMBHBIX € Pa3NMUMHBIMH TIPOSIBIIE-
HUAMH U CTafusiMu OOJIE3HU.

B cBsA3M ¢ H3NOXEHHBIM BBIINIC OCHOBHBIMU 3a/lauaMy
Hamell paGoThl ObBITH olleHKa 3(PEKTUBHOCTH ITPO(UIAK-
THYECKOH XMMHOTEpanuy OONBHBIX ¢ WU3ICUCHHBIMH PETrH-
OHapHBIMM MeTacTa3zaMu MK U y umeromux BEICOKHI PUCK
CKPBITBIX METACTA30B Ha OIIBITE XUPYPrHUECKOTO OTHCIICHUS
obmeit oukonormu OHII um. H. H. Brnoxuna PAMH,
a Takxke cpaBHeHHE 3()(EKTHBHOCTM HOBOTO OTEUECTBEH-
HOr'O IpelapaTa apaHo3a, SBIIONETOCS IPOU3BOJIHBIM
HUTPO30MOYEBUHEI, ¢ IP(PEKTUBHOCTHIO CTAHZAPTHOW Ipo-
(pIIIAKTUIECKO TepaNuH IpenapaToM nepsoif muuy DTIC
(maxapba3uH).

Marepuain 1 MeTo[bL. MaTCPHANIOM HCCICROBAHUS TOCTYKHIIH JJaH-
Hoic 0 119 GoneHbix (54 MyXuMHBI W 65 >XCHLUMH) B Bo3pacrte oT 16
fo 67 mer, ncumBwiMxest W satem Habmomasmmxes 3 OHL] PAMH ¢
1982 no 1992 r. no nosony MK co cramucit Gonesuu T3—4N+MO
cormacHo knaccupuxauun TNM. 45 nauwchram w3 119 ypancuue nep-
BUYHOH OMYXOMH U JTHMGAACHIKTOMUS OBIIH BBIMOMHCHBI OTHOMOMCHTHO,
H TOABMBLIHECS MCTACTA3bl B PCTHOHAPHBIC JUM(OY3/bl pacUCHUBAIN
KaK CHHXPOHHBIC. B ocTanbHbIx 74 cnyuasx MUMGbaCHIKTOMHIO 1O MOBOAY
MCTAcTA30B B PCTHOHAPHBIC THMGOY3Ib TPOBOANIH MOCIC YAANCHHS TIcp-
BUYHOH OMYXOJIH, d& BO3HHMKUINC MCTACTA3bl PACLICHUBANM KaK MCTAXPOH-
Hpic. C yucToM cTamud 3a60NCBAHUS M GHONOTHUCCKUX XapaKTCPHUCTHK
TNICPBUYHON OMYXOJH BCC OONBHBIC OBUIH PACLICHCHBI HAMH KAK HMCIOLIHC
BBICOKMH PHCK CKPBITBIX MHKPOMCTACTA30B M HYKOAIOUIMCCS B Npodu-
JIAKTAYCCKOH XUMHMOTCPANHMU. B 3aBHCHMOCTH OT HCMOJB3yCMOTO Mpe-
napaTa OHH OLITM PA3NCICHBl Ha 2 TPYIUIBL

1-s rpymna smouana 90 nmaumcHToB (40 MyxuuH v 50 KCHLIHH,
cpeaunit Bospact 44,3 + 2,5 roaa), KOTOPBIC HOAYYANY CTAHIAPTHYIO XH-
MuoTcpanuio npenaparom neppoit guHun DTIC. Jleucnne nposonunn
HCNPEPBIBHO B TeHCcHUC 5 aucil. IlpenapaT BBOAMNM BHYTPUBCHHO B BHJC
BoniocHol uHBCkLMKM M3 pacdcta 300 mr Ha | M2 Takum obpasom,
BonbHBIC, KaK MpaBUao, noaydany 400 Mr U cyMMapHas 1o3a JOCTHraja
2000 Mr Ha xype.

Bo 2-10 rpynny pouun 29 GonbHbix (14 My)kuuH v 15 KCHLUMH,
cpeHMit Bospact 46,5 + 3,9 ropa), KOTOPBIX JICUMIIM ApaHO3OH B 03¢
1 r B BUAC OAHOKPATHON BHYTPHBCHHOM GOMOCHOM MHBCKLIMH B TCUCHHC
3 ngHel, cymmapHas gosa coctabuia 3 r. B ofoux ciaydasx 6GonbHBIC
TIONYYHIIM 3 Kypea TCpalyM ¢ HHTCPBAJIOM MOXIY Kypcamu 3—4 Hel.

DbbexTHBHOCTE TPOYUITAKTUUCCKOM TCPANMH OLICHUBAIN Ha OCHOBC
CPABHCHMSI MoKazaTciach obueit u 6espeumanBHoi (T. . 663 NPU3HAKOB
Gonesnu) BebKHBacMocTH 1o Mcroauke Kaplan — Meier, nocToBepHocTs
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Ta6bnuya 1 Table 1

YacToTa OCHOBHBLIX KITMHUKO-MOPEONOru4ecKknx
XapakTepucTUK U chakTopoB nporHosa y 119 GonbHbix MK
T3—4N+MO

Disease basic clinical and morphological characteristics
and prognostic factors in 119 patients with CM T3-4N+M0

2-a rpynna
XapaktepucTvka GonbHbix 1 rpynna (DTIC) (apatosa)
abe. % abc. %
Mon / Gender:
My>xckon / males 40 44,4 14 48,3
*eHckui / females 50 55,6 15 51,7
Bospacrt, rogpl:
Age, years:
monoxe 39 /under 39 26 28,9 7 241
39—50 net/39-50 33 36,7 10 34,5
crapwe 50/ over 50 3 34,4 12 41,4
Jloxanusauyus:
Melanoma site:
BEPXHUE KOHEYHOCTU 11 12,2 4 13,8
upper limbs
HUXXHUE KOHEYHOCTU 38 42,2 9 31,0
lower limbs
Tynosuue / trunk 41 45,6 16 55,2
mcTonornyeckuin TMn ony-
XONU:

Melanoma histology:
yanosaa MK/nodal CM 52 76,5 18 85,7

NOBEPXHOCTHO- 15 221 2 9,5
pacnpocTtpaHsiowas MK

superficial CM

akpanbHo- 1 1,5 1 4,8

nesTuMHo3Has MK

acrolentiginous CM
YpoBeHb WHBa3UK*:
Invasion degree:

I—I1 2 2,9 1 4,8
]! 24 34,8 10 47,6
v 24 34,8 6 28,6
\% 19 27,5 4 19,0
TonwuHa onyxonu*, mm:
Melanoma thickness*, mm
<2 4 5,9 1 5,0
2—4 22 32,4 8 40,0
>4 42 61,8 11 55,0
No. % No. %

Patient characteristics

Group 1 (DTIC) Group 2 (aranose)

* Onpegensnucb He y Becex BONbHBIX.
*Not all the patients were evaluated.

The main purpose of our study was: 1) to evaluate
efficacy of preventive chemotherapy (CT) in patients
with cured regional metastases of CM and having a
high risk of latent metastases basing on the experience
gained at the Surgery Department of the General On-
cology Division, N. N. Blokhin CRC RAMS,; and 2) to
compare efficiency of the new domestic nitrosourea de-
rivative aranose with that of standard preventive che-
motherapy with the first line drug DTIC (dacarbazine).

Materials and Methods. The study was performed in 119 paticnts
(54 males and 65 females) of age ranging from 16 to 67 years managed
and followed-up at the CRC RAMS during 1982-1992 for CM of
stage T3-4N+MO by the TNM classification. 45 of the 119 paticnts
underwent surgery lor the primary simultancously with lymph node
disscction, the appearing regional lymph node metastascs were assessed
as synchronous. In the remaining 74 cases lymph node disscction
for regional metastases was performed aller resection of the primary,




Tabnuuya 2

Table 2

O6ljan 1 Ge3peLnaAMBHAA BLIKMBAEMOCTb GOMLHLIX B 3aBUCMMOCTM OT BuAA NpodMnakTUUYecKoh Tepanum
Overall and disease-free survival of patients with respect to preventive chemotherapy

O6lWas BLPKUBAEMOCTL, oAb

bBespeunanBHan BbiKUBaEMOCTb, roabl

pynna GonbHbLIX
1 2 3

1 2 3 5

1-a —DTIC

Group 1 - DTIC
2-a4 — apaHosa
Group 2 - Aranose

66,19 +5,22 | 53,26 +5,58 | 37,77 +5,59

71,43 +8,54 | 59,71 +9,45 | 55,44 + 9,69

2455 +526 | 43,32 +551 | 34,08 +5,33 | 27,66 +5,22 | 19,53 +5,07

50,40 + 10,03 | 64,37 +9,05 | 60,58 9,27 | 51,93 +9,76 | 29,67 + 14,10

1 2 3

1 2 3 5

Patient group

Overall survival, years

Disease-free survival, years

NOJYUYCHHBIX PC3yJIETATOB OLICHHBAIM ¢ MCTIONB3OBAHUCM KPUTCPHS Log
rank (DOCTOBCPHBIMH cuMTauch pasnuuus np p < 0,05).

PesyubTarsl u obcyxknenue. Ha I stamne Opu1o nposemeno
CPABHEHME OCHOBHBIX KIIHHMKO-MOP(OIOTUIECKUX Xapak-
TEPUCTUK M HPOTHOCTHYECKHX IIPU3HAKOB Y OONBHEIX 06enx
rpynn (tabm. 1).

Kak sumHo u3 Tabn. 1, cpaBHEBaeMBbIe TPYIIBI MOXHO
CUMTATD WACHTUUHEIMHA IO KITHHUUECKUM U OMOIOTHYECKUM
XapAKTEpUCTUKAM 3a00JIeBaHUs, UTO JAN0 BO3MOXHOCTH
Ha CJIEAYIONIEM 3Tare MPOBECTH KOPPEKTHHIA aHAIU3 I10-
KasaTeleil BBDKUBAaeMOCTH B oOcuX Tpynmax OOJBHBIX
(Tabm. 2).

IonydyeHHBle MPH 3TOM Pe3yIbTATHl IIO3BOIAIOT ClIE-
JaTh IPEeJBAPUTEIILHBI BEIBOJ O CYIIECTBOBAHMH OIIpE-
JICTICHHBIX TIPEMMYINECTB HOBOTO IIpenapara IO CpaBHe-
HHuo co craugapraoit Tepamueit DTIC. Ilpu ananuse
NpPENCTABICHHBIX JAHHBEIX CleAyeT oOpaTUTh BHUMAaHHUE
Ha JIyulIde NoKa3ateidd Oe3pelUIUBHOH BLDKMBAEMOCTH
B IpylIe GONbHBIX, MONYYABIIUX JIEUeHHE apaHO30H
(p = 0,05). Tak, MequaHa O6e3pelUINBHON BEDKMBACMOCTH
B rpymite, nedennsix DTIC, cocrasuna 9,03 mec, y 601b-
HBIX, JICUCHHBIX ApaHO30M, OHA oKazalach paBHOH 44,3
Mec. DTo o3HauaeT, uro B 1-if rpymne uepe3 9 Mmec Ha-
BIIIOJIEHHS PELMAUBEL B METAcTas3bl O0OHAPYKHMBAIOTCH Y
50% GoNbLHBIX, B TO BpeMs Kak BO 2-H rpymie H depes
44 mec (6onee uem 3 roga naGmoneHus) 50% GoIBHBIX
AKUBLI 6e3 IposBieHHi GoNe3nn. ITH Pe3ylbTaThl MOX-
TBEPXKAAIOT HANIE INPEANOIOKEHHE, 4TO apaHo3a obia-
J@eT CAEPKUBAIOIIEH aKTUBHOCTBIO B OTHOUICHHH POCTA
CKPBITHIX MHKpOMeETacTa3oB. B To ke Bpems ¢ yBeld-
yeHMeM cpokoB Habmomenus ekt nedeHus ocnabe-
BACT, UTO HAXOJUT CBOEC BBHIpAKCHUE B CONMKEHHH IIO-
Kazarelneid Oe3pCIMAUBHON BBDKHBAEMOCTH K IISITOMY
rojy Habmogenns. UTo xe Kacaercst pasnuuuit B oOmei
BBDKMBAEMOCTH, TO HaM HE yJaJloch MOIYYHTH JOCTO-
BEpHEBIX CBEJIEHUI O BIMSIHUHM IpernapaTa Ha OBIIYIO 1Ipo-
NOMKATEILHOCTD KHM3HM GonpubIx (p = 0,1).

Hamy npeaiionoxeHus HaIIIH CBOE HOITBEpKjie-
HHE NpH aHajlu3e OTHANECHHBIX PE3yIbTATOB JICUCHUS
(Taba. 3).

Kak BumgHo n3 Tabn. 3, B I[EIOM HCIIOIB30BaHHE apa-
HO3BI TIPAaKTHYECKH B 2 pa3a YMCHBIIMIO y OONLHEBIX Yac-
TOTY BOZHMKHOBEHHsI KaK JIOKAJIBHBIX, TAK M OT/IAJCHHBIX
METacTa30B.

and the appearing metastascs were considered metachronous. Basing
on discasc staging and other biological characteristics we classified
all the patients as having high risk of latent micromctastascs and
requiring preventive chemotherapy. The patients were stratilied into
2 groups to reccive cither ol the drugs studied.

Group 1 consisted of 90 patients (40 malcs and 50 [emalcs, mecan
age 44.3 +£2.5 years) who received standard first linc DTIC chemo-
therapy. The treatment was given continuously for 5 days. The drug
was administered intravenously by bolus at 300 mg/m> Thus the
patients as a rule reccived 400 mg, the total dosc rcaching 2,000
mg per cycle.

Group 2 consisted of 29 patients (14 males and 15 [emales, mcan
age 46.5+3.9 yecars) who received aranosc at 1 g once daily by
intravenous bolus injection for 3 days, the total dosc being 3 g. In
both groups the palicnts reccived 3 cycles at an intercycle interval
3-4 weeks.

The prophylactic therapy cfliciencics were compared by overall
and discase-[ree survival according to Kaplan-Meicr, statistical analysis
of differences was performed using the Log rank test (diffcrences
were considered signilicant at p < 0.05).

Results and Discussion. At stage 1 of the study we
compared basic clinical characteristics and prognostic
signs in patients from the two groups (table 1).

As seen, the groups were well balanced with respect
to the disease clinical and biological characteristics which

Ta6nuya 3 Table 3

OTAaneHHble peaynbTatol neveHus 119 6onbHbLIX MK
T3-4N+MO

Follow-up results of treatment of 199 patients with CM
T3-4N+MO

2-7 rpynna
1-a rpynna (DTIC
PesynsTaTbi neueHns i ( ) (apanosa)
abc. % abc. %
MecTHbid peynaus 2 2,2 - -
Local recurrence
TpaH3uTOopHbIe MeTacTasbl 3 3,3 2 6,9
Transitory metastases
PervoHapHble  MeTacTasbl 12 13,3 2 6,9
B numdoy3nbl
Regional lymph node meta-
stases
OTpaneHHbie meTacTasbt 53 58,9 9 31,0
Distant metastases
No. % No. %
Treatment results
Group 1 (DTIC) Group 2 (aranose)
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BoiBoan:

1. TIlpodmunaxTudaeckoe HCHONB30OBAHHE ApPAHO3BL Y
OONBHBIX C HM3IICUCHHBIMU DPErMOHAPHBIMU METACTA3AMHU
MK, uMeIomux BBICOKHUH PHUCK IIPOTPECCHPOBAHHUS 3a60-
JICBaHUs, NOCTOBEPHO YiydmaeT 3((PeKTUBHOCTDL JIEUECHUS
II0 CPaBHEHUIO CO CTaHJAApPTHBIM BuAOM Tepamuu DTIC,
YTO MPOSBIAETCA B YBEIUUYECHUH Ge3pelUIMBHOTO MEpUOa,
OIHAKO HEe MOXET KapAMHATBHBIM 00pa3oM U3MEHUTD CBOM-
cTBa caMoil 0oJIe3HH.

2. VBenu4yeHHe INPOMOIKUTENLHOCTH JICUEHUS MOXKET
OLITh PEKOMEHIOBAHO KaK OJUH U3 IyTeil IOBBILIEHHS €r0
sdpexTHBHOCTH.
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HAII OIIBIT ITIPUMEHEHUSI COXPAHHBIX
OIIEPATUBHBIX BMEIIATEI/ILCTB
IIP1 KOCTHBIX CAPKOMAX

Kagheopa onkonoeun Azeplatiodcancro2o Meouyuieko2o ynusepcumena
uv. H. Hapuwanosa, Baxy

CapKOMEI KOCTHOTO CKeJETA COCTABIAIOT OTHOCHTEIBHO
HeGOIBIIYIO OO B CTPYKTYPE BCEX 3JI0KAUECTBEHHBIX HO-
BooOpa3oBaHUM UETOBEKa, HO MO THKECTH KIMHUYECKOTO
TEUCHUS M OTHOMICHMIO K Pa3IMYHBIM BHIAM TepariM OHU
3aHUMAIOT BAXKHOE B IPAKTHYECKOM OTHOIUECHHM MECTO.

IlepBHuHbIe 3JI0KavUcCTBEHHbIC OMYXOIH KOCTEH BO3HH-
KalOT NPEUMYINECTBEHHO Vy JIHIl JIETCKOTO, IOHOIIECKOIO
¥ MOJIOZOTO BO3PACTa, OTINYAKOTCS ArPECCUBHOCTBIO KIIH-
HUYECKOTO TEUEHHsI, BEICOKOM IOTEHIHEH K MeTacTasupo-
BAaHUIO B JIEIKHE, KOCTH CKelleTa, BHYTPEHHHE OPraHbl, HU3-
KOH 3()(pCKTHBHOCTBIO JieueOHBIX MEPOIIPHATHI.

Bonpockl mpaBHIBHOTO W CBOEBPEMEHHOI'O pPACIIO3HA-
BaHMS 3NI0KAYECTBEHHBIX OIMYXOJNEH KOCTEH 0 HACTOSIIETO
BPEMEHHU IIPEACTABIAIOT cOOOM OTUH U3 Haubolee TPYMHBIX
pasfenos oHkonorud. He ymoBICTBOPSAIOT M pe3yinbTaThl
JieueHus: GOIBHBIX ¢ KOCTHBIMH CapKOMAaMH.
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allowed a more correct analysis of survival at the next
stage of the study (table 2).

The study finding suggest that the new drug has
certain advantages over standard DTIC therapy. The
patients receiving aranose demonstrated better disease-
free survival (p = 0.05). Median of disease-free survival
in the DTIC group was 9.03 months versus 44.3 months
in the aranose group. This means that 50% of group
1 patients developed local recurrence and metastases
within 9 month of follow-up while in group 2 50%
of patients are alive and free from evidence of disease
for 44 months (follow-up more than 3 years). These
results confirm our supposition that aranose inhibits
development of latent micrometastases. However, the
effect decreases with time of follow-up which leads to
leveling of disease-free survivals by the fifth follow-up
year. As concerns overall survival we failed to find
any significant differences between the groups (p = 0.1).

Our suppositions were proved by analysis of fol-
low-up results of treatment (table 3).

As seen in table 3 aranose therapy resulted in about
2-fold reduction in the rate of both local and distant
metastases.

Conclusions

1) Preventive aranose therapy of patients with cured
regional metastases of CM at a high risk of disease
progression improves in a statistically significant manner
treatment efficacy as compared to standard DTIC che-
motherapy as determined by increase in disease-free sur-
vival time, though fails to change radically the disease
course.

2) Longer duration of treatment may be recom-
mended to increase its efficacy.

A. T. Amiraslanov

EXPERIENCE OF LIMB PRESERVATION
SURGERY FOR BONE SARCOMA

Chair of Oncology, N. Narimanov Medical Institute, Buaku,
Azarbaijan

Bone sarcoma is a rather small proportion of total
cancer cases, though occupies an important place by
severity of clinical course and poor response to therapy.

Primary bone sarcoma mainly occurs in children, ado-
lescents and young adults, has aggressive clinical course,
high potential of metastasis to lungs, bones, viscerals,
low response to treatment.

Correct and timely diagnosis of bone malignancies
is a most difficult problem of oncology. Results of treat-
ment for bone sarcoma also leaves much to be desired.

In spite of successful cure of the primary many patients
die from hematogenous dissemination shortly after treat-
ment which confirms the opinion about the presence
subclinical metastases in patients at admission. Our
knowledge of bone sarcoma biology, growth and me-




